Applicant: BRAZELL et al. 
Application No. 10/080,797 

IN THE CLAIMS: 

1 . (Currently Amended) A method for tho treatm e nt of treating ocular 
neovascularization in an eve of an individual afflicted with ocular neovascularization, 
comprising: 

nffnot i ng an i ncr e aso i n tho amount of an directly administering to the eve 
a viral vector that operablv encodes and expresses a functionally active endostatin in 
ocu l ar t i ssues of an i nd i vidua l affl i cted with ocu l ar noovascu l ar i zat i on to an ocu l ar 
noovascu l ar i zat i on inh i bit i ng e ffect i v e amount wherein said expressed endostatin 
ameliorates ocular neovascularization . 

2. (Currently Amended) The method of claim ^ 1 wherein the endostatin 
is a polypeptide with the amino acid sequence set forth in SEQ ID NO:1 . 

3. (Currently Amended) The method of claim 1 , wherein the endostatin 
is a functionally active polypeptide fragment of the polypeptide with the amino acid 
sequence set forth in SEQ ID NO:1 , a functionally active derivative of the polypeptide 
with the amino acid sequence set forth in SEQ ID NO:1 , or a functionally active variant 
of the polypeptide with the amino acid sequence set forth in SEQ ID NO:1 . 

4. (Cancel) Tho method of c l aim 1 , whoroin tho incr e aso is offoctod by 
adm i nist e r i ng an e xog e nous e ndostat i n to th e i nd i vidua l . 
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5. (Cancel) Tho mothod of cla i m 1 , whoro i n tho incroaso i o offoctod by 
causing an ondostat i n to bo producod within tho i nd i vidua l . 

6. (Cancel) Tho mothod of c l a i m 1 , whoroin tho i ncrease i o offoctod by 
adm i n i stor i ng an effect i ve amount of a vira l vootor compris i ng an ondostat i n oncod i ng 
nuc le ic ac i d to th e i nd i v i du al . 

7. (Currently Amended) The method of claim §1, wherein the viral 
vector is obtained from a virus selected from the group consisting of an adenovirus, an 
adeno-associated virus, a retrovirus, and a lentivirus. 

8. (Currently Amended) The method of claim 7, wherein the viral vector 
is obtained from an adenovirus adenov i ra l v e ctor . 

9. (Cancel) Tho mothod of c l aim 1 , whoroin tho i ncroaso is offoctod by 
i mp l anting within tho ind i vidua l at l oast ono microcapsu l e, whoro i n th o m i crocapsu l o 
compr i sos colls that socroto ondostatin. 

10. (Cancel) Tho mothod of claim 9, whoro i n th o microcapsu l o compr i s e s 
an alg i nat e sa l t. 

1 1 . (Cancel) Tho mothod of cla i m 10, whoro i n tho m i crocapsu l e 
comprisos sodium alginate. 
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12. (Cancel) Tho m o thod of c l aim 1 , whoro i n tho microcapsu l e compr i s e s 
calc i um a l g i nate. 

13. (Cancel) Tho m o thod of c l a i m 12, wher e in tho microcapsule 
compris e s poly L l ysine. 

14. (Cancel) Tho mothod of claim 9, where i n tho colls comprise an 
e xog e ous endostat i n e ncod i ng nuc lei c ac i d. 

15. (Cancel) Th o mothod of claim 9, wh o r oi n tho co l ls ovoroxpross an 
endogenous ondostat i n encoding gen e . 

16. (Cancel) Tho mothod of claim 4, wh o ro i n botw o on about 2.5 mg/kg 
por day and about 20 mg/kg por day of ondostat i n is adm i n i stered to tho ind i vidual. 

17. (Cancel) Tho mothod of cla i m 8 13 whoroin tho adenov i ra l voctor i s . 
administ e red in an amount e ffect i v e to prov i d e for expr e ss i on of e ndostatin by th e 
ind i v i dua l to resu l t i n a concontration of ondostat i n of up to 1 ,000,000 ng/m l i n the 
s e rum of tho i ndiv i dua l . 

18. (Cancel) The method of c l aim 8 ^1 3 whoro i n tho adenov i ral voctor i s 
adm i nist e r e d i n an amount effect i ve to prov i de for e xpr e ssion of ondostat i n by th e 
i nd i vidua l to resu l t i n a concontrat i on of endostat i n of at l oast about 300 ng/m l in the 
s e rum of th e i ndiv i dua l . 
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19. (Cancel) Tho mothod of claim 18 whoro i n ondostat i n i o oxprossed i n 
tho i nd i v i dual i n a suffic i ent amount to roeu l t in a concontrat i on of ondostatin of about 
300 ng/m l to about 3000 ng/m l i n th o s o rum of tho i ndividual. 

20. (Cancel) Tho method of c l a i m 19, whore i n ondostat i n io oxprossod in 
tho indiv i dua l in a suff i c i ent amount to resu l t in a concontration of ondostat i n of about 
300 ng/ml to about 1500 ng/m l i n tho serum of tho i nd i v i dua l . 

21 . (Cancel) Tho method of claim 61, wh o roin th o v e ctor is adm i n i stered 
in an amount of from about 10 8 p l aque forming units to about 10 4 4 p l aque form i ng units. 

22. (Cancel) Tho mothod of c l aim 8, whoroin tho vector i s adm i n i storod in 
an amount of from about 10 8 p l aquo form i ng un i te to about 10 44 p l aquo forming un i ts. 

23. (Cancel) Tho mothod of claim 9 whoro i n microcapsu l es ar e i mplant e d 
i n an amount eff e ct i ve to prov i de for e xpress i on of ondostat i n by th e c ell s i n a 
concontrat i on of ondostat i n of up to 1 ,000,000 ng/m l i n tho sorum of tho i nd i v i dual. 

24. (Cancel) Tho mothod of c l a i m 8 whoro i n m i crocapsu l os ar e i mp l ant e d 
i n an amount effect i ve to prov i do for express i on of e ndostat i n by tho i nd i vidua l to resu l t 
i n a concontrat i on of o ndostatin of at least about 300 ng/m l in tho sorum of tho 
ind i vidual. 
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25. (Cancel) Tho m e thod of c l a i m 18 whoro i n tho microcapsu l es aro 
imp l antod in tho i nd i vidua l i n a suff i c i ont amount to rosu l t in a concontrat i on of 
ondostat i n of about 300 ng/ml to about 3000 ng/ml i n tho sorum of tho i nd i v i dua l . 

26. (Cancel) Tho method of c l aim 10, whoro i n microcapsu l os aro 
implantod in tho i ndividua l i n a suff i c i ont amount to rosu l t in a concontrat i on of 
ondostatin of about 300 ng/m l to about 1500 ng/m l i n tho sorum of th o i ndividua l . 

27. (Currently Amended) The method of claim §1, wherein 
endostatin-encoding nucleic acid has the sequence set forth in SEQ ID NO:2. 

28. (Currently Amended) A The method according to any ono of claim 1 
wherein the ocular neovascularization is caused by a member selected from the group 
consisting of macular degeneration, histoplasmosis, pathological myopia, angioid 
streaks, anterior ischemic optic neuropathy, bacterial endocarditis, Best's disease, 
birdshot retinochoroidopathy, choroidal hemangioma, chroidal nevi, choroidal 
nonperfusion, choroidal osteomas, choroidal rupture, choroideremia, chronic retinal 
detachment, coloboma of the retina, Drusen, endogenous Candida endophthalmitis, 
extrapapillary hamartomas of the retinal pigmented epithelium, fundus flavimaculatus, 
idiopathic, macular hole, malignant melanoma, membranproliferative glomerulonephritis 
(type II), metallic intraocular foreign body, morning glory disc syndrome, multiple 
evanescent white-dot syndrome (MEWDS), neovascularization at ora serrata, operating 
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microscope burn, optic nerve head pits, photocoagulation, punctuate inner 
choroidopathy, rubella, sarcoidosis, serpiginous or geographic choroiditis, subretinal 
fluid drainage, tilted disc syndrome, Taxoplasma retinochoroiditis, tuberculosis, 
Vogt-Koyanagi-Harada syndrome, diabetic retinopathy, non-diabetic retinopathy, 
branch vein occlusion, central retinal vein occlusion, retinopathy in premature infants, 
rubeosis iridis, neovascular glaucoma, periofoveal telangiectasis, sickle cell retinopathy, 
Eale's disease, retinal vasculitis, Von Hippel Linau disease, radiation retinopathy, retinal 
cryoinjury, retinitis pigmentosa, retinochoroidal coloboma, corneal neovascularization 
due to herpes simplex keratitis, corneal ulcers, keratoplasty, pterigyia, and trauma. 

29. (Currently Amended) The method according to claim 2S;L wherein 
the ocular neovascularization is choroidal neovascularization. 

30. (Currently Amended) A J_he method according to claim §1, wherein 
the viral vector is administered intraocularly. 

31 . (Currently Amended) A J_he method according to claim 301, wherein 
the viral vector is administered subretinally. 

32. (Currently Amended) A J_he method according to claim 301, wherein 
the viral vector is administered intravitreally. 
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33. (Currently Amended) A The method according to claim 7, wherein 
the viral vector is a lont i v i ra l vector obtained from a lentivirus . 

34. (Cancel) Tho method of cla i m 33 whoroin the l ont i vira l vector i s 
adm i n i storod i n an amount effective to prov i de for express i on of ondostat i n by th e 
ind i v i dual to rosu l t in a concontrat i on of ondostatin of up to 1 ,000,000 ng/m l i n th e 
sorum of tho i nd i vidual. 

35. (Cancel) Tho method of c l a i m 34 whoro i n tho lont i v i ra l vector i s 
adm i n i sterod i n an amount offoot i vo to prov i de for oxpross i on of ondostat i n by tho 
i ndiv i dua l to rosu l t i n a concontration of ondostatiin of at loast about 300 ng/ml i n tho 
sorum of tho ind i v i dua l . 

36. (Cancel) Tho mothod of c l a i m 35 wh e r ei n ondostat i n i s oxprossod in 
tho ind i vidua l in a sufficient amount to r e sult i n a concontration of ondostatin of about 
3000 ng/ml to about 3000 ng/m l in tho sorum of tho i nd i v i dua l . 

37. (Cancel) Tho m e thod of c l a i m 36, whore i n ondostatin i s oxprossod i n 
th o i ndividua l i n a sufficient amount to rosult in a concontration of ondostatin of about 
300 ng/m l to about 1500 ng/ml i n tho sorum of tho i ndiv i dua l . 

38. (Currently Amended) The method of claim 33, wherein the lentiviral 
vector is obtained from a bovine immunodeficiency vira l vector virus . 
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39. (Original) The method of claim 38, wherein the bovine 
immunodeficiency viral vector is administered intraocularly. 

40. (Currently Amended) The method of claim 3938, wherein the bovine 
immunodeficiency viral vector is administered subretinally. 

41 . (Currently Amended) The method of claim 4038, wherein the bovine 
immunodeficiency viral vector is administered intravitreally. 

42. (Cancel) Tho method of cla i m 6, whor oi n tho incroaso is i nduc i b l y 
off o ctod by th o adm i n i stration to tho i ndiv i dua l of a viral v e ctor that can causo the 
production i n tho i nd i v i dua l of an agont that wi l l i nduco tho oxpross i on of the 
ondostat i n oncod i ng nuc le ic ac i d. 

43 (New) The method of claim 7, wherein said viral vector is obtained from 
an adeno-associated virus. 

44. (New) The method of claim 7, wherein said viral vector is obtained from a 
retrovirus. 

45. (New) The method of claim 1 , wherein said ocular neovascularization is 
retinal neovascularization. 

46. (New) The method of claim 1 , wherein said ocular neovascularization is 
corneal neovascularization. 
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47. (New) The method of claim 1 , wherein said ocular neovascularization is 
iris neovascularization. 

48. (New) The method of claim 33, wherein the lentiviral vector is 
administered intraocularly. 

49. (New) The method of claim 33, wherein the lentiviral vector is 
administered subretinally. 

50. (New) The method of claim 33, wherein the lentiviral vector is 
administered intravitrieally. 
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